I agree with the conclusion of Fanaroff et al. [1] that only a small number of the recommendations of the American College of Cardiology/American Heart Association (ACC/AHA) or European Society of Cardiology (ESC) guidelines is based on the strongest class and level of evidence, i.e., the one that the authors term "LOE A", and that is based on multiple trials or a single large randomized trial. Indeed, as I mentioned in a chapter on guidelines published in a recent book on hypertension [2] , this is entirely true also for the guidelines on hypertension jointly issued in 2013 by the European Society of Hypertension (ESH) and the ESC [3] . In these guidelines the recommendations which were classified as being 1A for class and level of evidence, and thus based on randomized trials, were only 27% of all recommendations. This has been the case also for the recommendations classified as 1A (30%) in the 2018 ESC/ESH hypertension guidelines [4] .
The problem is, however, what significance we should give to this low rate of randomized trial-based evidence. In the interpretation of Fanaroff et al. [1] the significance seems to me that guidelines have a limited scientific basis and that thus most of their recommendations can be disputable. This has an element of truth because in many cardiovascular areas, including hypertension, evidence is weak, incomplete or even absent, inevitably amplifying data interpretation and expert opinions at the expense of objectively-derived recommendations. Some additional considerations, however, may be appropriate. One is that randomized trials are not a feasible approach to cardiovascular areas which are an important component of guidelines, such as epidemiology, diagnosis and patients' follow-up. For hypertension this includes the recommendations on how to measure office blood pressure, if and when to use home and/or ambulatory blood pressure monitoring, how to quantify cardiovascular risk and whether and which organ damage to search for, just to mention few examples. Theoretically, also diagnostic aspects might benefit from a randomized study design to determine, in patients with similar clinical phenotypes, which is the outcome when screening includes or does not Another example is that randomized trials are far from being the ideal approach to study therapeutic inertia and adherence to the prescribed treatment regimen because in trials both doctors and patients are highly motivated, leading to much lower inertia and higher adherence levels than in clinical practice. These crucial aspects of treatment, to which guidelines' attention has grown substantially in the last few years, can be much more conveniently assessed by studies performed in a real life setting (when doctors and patients are not aware of being under observation), which thus provide the best evidence for these guidelines recommendations.
The time might have come not to consider clinical trials as the unconditional model for all clinical research, the bible to which refer to for any medical evidence, but to determine which research approach is more suitable for data collection under different circumstances or for different clinical problems, and grade the available evidence accordingly. This means to upgrade the information obtained by observational and real life research and acknowledge that this may represent the best research approach for issues with no less importance for treatment than establishing, by randomized trials, that one drug is better than another over a fraction of most patients' treatment duration.
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